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mmiim^mmmm^io (fgf-i 
0) , *2>^M4r5^y^^ hmmm^2 (kgf- 

iSSiS^R. N I DDM) t'J)l.il««4^lt«I^T 

t<ii. mmmmm'^-io (fgf-io) 

[0002] 

I). 

[0003] -m:mm\t. ^ ^ ^ 

S IDDM) t>fy^Uy^»tt(I NID 
DM) tlC^^5i?n> tSm«-#W9 0%W±i±?*«t' 
J,!,. IDDM^Ov&aWi^y^'J^'iiW**^ NIDD 

[ r4-B<0?S^t§l+ TODAY'S THERAPY 
1 9 9 3 J BSHfiBB. RSSiEialglli. E^K^ 4 9 

4*-A,4 9 8M] . t*^L^ mi\,zmw.mz.mhm 
[0004]-*, mmmmnmio (fgf- 

^-C'J>S [1tfW8-2 1 4 3 7 8]. ffiitWWiFG 

GF-li:i»ll¥tfn-CV^I.il*i^«t^«S^7 (FG 
F-7) fc*^6 0%c?)T5yg«ailttS:*-f?>. 
tJS'lSll^^lC. ( G r u b e r . J . R. ) ffi 

t FGF-10fc|5H:TS/S!lE?'ISr=^-''^^- 
GF-2iH5^&l&I.t-CV^I> [W0 9 6/2 54 2 
2:Huinan Genome Science In 



c. ] , .I^FGF-10 (KGF-2) ti. ±S« 
[0005] 

[^BflA^»?^LJ:')i-r-s>iiii] ^^Bfl^oBMu, m. 

EKTSil?: tSftt I. ^ i eft ^ . ^tl- - 'J 
[0006] 

^^(^-^-^■hhnmmMmy^y- ( ob/ob 

A, ^26^, 5 9-9 9M (1 9 77-^) : Herber 
g. L.. and D. L. Coleman. 1977. Laboratory animals 
exhibiting obesity and diabetes syndromes. Metabol 
ism -26:59-99. ] IC, F G F - 1 0 Sr^^^-f^. ^ t 
OllIl«ffl5:lST5-ti:3 2.^!:$-ai''^-. ico^afclS-:^ 

[0007] -tt£hh. t-wfM.. TieoEigiciRi-r* 

( 1 ) mmmmm- io(fgf-io).j>§ 

v^{±^5-?-./-t^ ^ti«H^2 (KGF-2) lr^« 

( 2 ) : 1 or = y^i25'l*^t>^i"+^'J^^^ 

( 4 ) ?S]SJSO?SStcfflv>*,n5 ( 1 ) ^rvM. ( 3 ) <0 

( 5 ) ^^j^nM y '.^ y^^«c#tt«^ffi ( 1 1 sa 

iSJS N I DDM) X-ht (4 ) OlULtiBITIPI. 

[0008] WT. im'^z-:^m^Wimh . *bbiiiis 
icfcv^-c . ^mmtmmm=i- 1 o ( f g f - 1 

0) b«Mai^2 (KGF- 

2) J tJi, 1996^t#S!4>tcJ:-'-C^aStifcF 

G F 7 T 5 U -c7)»Bati!iHi' [.m^S- 2 14 3 7 

JQlia (±.Siii)ia^<Otg§HiI!a) =5rfc'«0tiSlf^ffl, H 
^-(^ FGF-1 0cOKS(*. iP*>s l'^^ 

iifflftiassf^^i*^*^-!:- rpGF-io. fc^«-^-r 

^*8 - 2 1 4 3 7 8^H.^*a«tC^$iX'CV>4 . 
(000 91 =5rfe, mPGF-lOimmi:^i-l^ 



<0«ti5l}gtt$r*-t-I.ER *) . F G F - 1 0 fc ^ 5 

^V.t Lr<l, ( 1 ) : 1 OiiSLD-f i^ y 

( L e u 4 0 ) i)'hV^t 0,20 y y ( S e r 2 

08) i.zmhh\6 97iy^<T)9y>^9n. airf. 

(2) 6 9{a-fe'J>' (Se r 69) (Cj&t »), 2 0 8(a 
-fe'jy (Ser208) \,Zf^hhl AOT^JWiSy 

i^';'^. imwmLx\^htK ±ia^i3tcFGF- 

1 0(i;>I<7)Z«tf0^»^'WN-^'Klc|!g^$ixl.t>O-C-{i 

[00 10] rittuKiT^ij fcti, «w^f;gjiiim^.c 

r^S^Sj a^l 0 0~1 2 0mg/d I SStc 

g*w2B$S^-C2 0 0mg/'d 1 ULh, SMB#lfll«l»' 
14 0mg/d ItLhfc^oTt-'l.. -)R{Cffi]l^S«±. 

A yi^jL^ ym±mm(^m^^^^^ ^ y^') ytm\t. 

urn. I DDM) t-f yi^i'jySgtto^aTtwio 
x±t6t^tih^ y^'jy^^m-^ ( i is, n i d 
DM) mmm<7)9o%a±iimv 

m}^^yi^a.'jyimt-'£rmt^tx.x^^h. f^yi^ 

sL >j ymmmm ( 1 1 mmm. n i d d m ) j 
jiOyi,znthi¥mm(^^^^n^tmMt^tih, & 

tmrm^sm^tiiifi. ^umij^^mmzm^^j-^m 
mm^i^mzi-, :^mmmiz}i^^x\imv^ 
/u^H'f m(r>XTO>( mi:miLfzt^i.z±tim 

Sf(Cushing Syndrome) 

tci*tti.Sjiiii«iBt , lE^^i'^mi^'f ^-i^A 'J y^ 
mx'inm^. b\>^'iMmx'i im.mi^mizisibn,<7)i: 

[0011] mm) :i^mcr>mw¥mizm^h f g 

F- 1 OW, iI*c7)^SvStt5:S^-rt«0-cm»f, 5^ 

Mii^miffa^mhi', nmtx^^mizf^ 
mi'^ztt<X'^?>. FGF -loco^mnmbix 

( 1 ) FGF-l 0«i^«A>f.iO}4ai. (2)F 

GF- 1 o^m i^mmmm'^mium) mm 

hXr/m^, ( 3 ) fflia D N A ^ t?t1S±ifflBa<0 

( 3 ) imi. D N A U/clS±*>i?)<0ttilS*>':^44 

*lc;JiLT<-^l.. a}ft;i}5{rrt;<J:I.FGF- 1 OcoiJit 
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14 37S(Cidi!2$iXt^'l.. 
[0012] (ffl}®tXS) : 2X'nk$1xhD 

NAiS?i|$r-tt'FGF- 1 OcOc DNA$-^ig'<.^':?- 

ffi. mm^^mmmi.i^^X'mmx'^hry:^ 

BR 322, PBR325 ['J-y (Gene) 4^1 
2 1 g ( 1 9 7 8 ) ] . tt^AiRp U B 1 1 0 [vW 
^r$X7'l- • 'NM7r7 -f ■ 'J-t-^ • 35i::.ir 
— X 3 > ( B i o c h e m. Biophys. Res. 
Commun. ) 11 2*. 67 81 (1983)], 
C0SfflSat;Sf^^pCDM8^*Wiill>. cDN 
Az:ryX = ]^l,zm^'^L'tmt LTii, ^S**, 
Tt-iX (T. Man i at i s ) ftil, • 
/'D— r.^^^ (Mo 1 e c u 1 a r clonin 
g) , 3-;WKxr'J>^ /N-ys;- 7't-7N'J- 
(Cold spring harbar lab.) 
2 3 9S ( 1 98 2) izUmitX^.-^^. 

[00 13] (m±) m^i,i. <-:^9-<^mxi,zX'om 
m^m^ix. F G F - 1 0 i:m±x'^ «.4f^^ss« 
x-hiiit. mm^^mw mmttxii. i^fim. 

osw, cHo«, Nsomfmi)^it^mx'$>^, 
ms^Amm, mm. mmm. mmmx-^eK, 

m±<7)&mizxi, 

[0014] (vsttisi^) mmwim-f^. mi<r)iT 

ffi, nHf. an-- ■ 7 U -fe'^ 3 yffi [ X 
->-(Gene). 10^ 6 3M ( 1 98 6 ) ] fci 
t/DNAtSSffi?iJ-^ffi [rov—T^ y^;^. jj-r 
■^xa-f'/l' TAri- ^tT'-t'f xyx ( P r o c . 
Natl. Acad. Sci. USA)74^g5 6 01' 
(1977)] SrfflV^ fm<r)^^-y%:'M^-th. t 

i^. cosmmizx-muz^^^, ism±m(^±m 
•mmmtx^a-y^iiR-tizbi^^mx'hh. ^ 

^^ixy-v: F G F - 1 0 SecO^avSttll, F R S KfflSS 
^:i:<OjJt«i)iacoti5iflBtf^ffl5-il«1-|.^ t icj: m 

9X'^ h . 

[00 15] (»M) MJS-itti*j{cJ;04;S$ii/cFG 
F - 1 oaSJs, ^■ft^<o^ffC'^ffl$fi.S»S:frft{c 

tffS^'^tgt'J)^. A^y^^9r:i-7Vyy7 A-. 
f)Vr^&, aMHPLC, l^-l-rji, SDS 

-9 KQ'E.tucir^mKWi-'kh'txm^Cyiy.htiK FG 

7 -^ri:'*^':^4^ilS{zif jlTi) h. F G F - 1 0 ga 

C. g«£i.^a<^:^aT'f^KLf#l>. FGF-lO^^W 
fii<*litii(*^7Alcffifflai*l.?^>:tn'=2:<, ELISA 
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[0016] mm) m\t Ltii. mm\. ^affi. 

LX'mth^^-^, «m5:|5fi<'!ty>CTwe e n8 0^: 

[0017] {mum imm'mw^-m.t. ^ 

:Ji-A^FGF-l OiO±i^«i, }im\^D/7A$>i^cO 
0. 5Ag-5mg$:Wl*l> ST, S iti±®5l*]mS4 

4*^'^«gt'J>0, -jKWUijilA^^jSIs], Stiifa<7)S 
. ::^7)?^tcJ: 0 . iIli^€»±f9>-o < 0 

t^-L, ts!*iOiliiEKTS'Uc^v^iiS^rJflllSffl<^ffiT 
i:S^*^'f#f>^'?.. FGF- 1 OtCi-SJtmT-f^ffl 

I., frtv^^«)?S^:r^L/'ct^OT'^)^.i:#;t^>^^.«■. 
[0 0 18] (Stt) E^-?'!?;^ (C5 7BL/6N. 

J:t/flESia«iS«-7'^X (C5 7BL/6 J-Lep< 
ob>, 4ttt. 6jii&: B*f-v-/l'X'J''<-tt. J a 
ckson laboratory) CZjfiS, fi^5 
mg/kgcOFGF-l 05rffifl5l*l, *)SV^{i*Tt54 

[0019] 

[0020] 

[HMfjii] WT. i^^mi^wmzxmmh. 

(FGF-10c0^fcJ:t^»i8) bhPGF-l OiO 

ffijSitfE^tffi^-ri. D N ABfrfr ( : 2 ) i: , 

;«cra%ii'<7 5'-T'J)&pETl 1 c 

ytt) $-Nde lijil/^BamH It1B€L, T^Q- 

xYiv^wm^zx'amh c: t ± o Kss^k l^>:'<.^' 

^'-DNASr^^y'-v'ayt, ::>;^a J M 1 0 9 $r?g 

FGF - 1 0 c D NA*fiEL<.^:fr|6]tCi$A$*Utr7X 

5 K$rmSiL, SSi^5ll<7)5li25r^T<.^. pET-hFG 
F-102r^#n:. c:^i.S:fflv^t::^BaBL2 1 (DE 



3) S-J^KiS^L^c, fSf>ii!tM}Si;'n->y5-3^<7) 
lo$:BL21 (DEB) /pET-hFGF- 1 Ofc 
^-^Jt. ^ix2rfflv^TthFGF-l 0<Ol6ia^jt2:ff 

[0021 ] (^il) BL21 (DE3)/pET-h 
FGF - 1 OS-ryfx'jy 1 O Oxtg/m l r-^tfL 
BtgJftl Om UClSaLJtt«0$r4*:ffll;L . ST'CT 

-|lfe1i^tg«*^To/i. SH-c-ix-fii^fi^ 1 0 o^t g/ 

m 1 S-&tf T BtStfi5 0 0 m 1 X 4 MzXtt'Q:,?* 3 T'C 
Tlifcoi^aLAc. OD6 0 0 = 0. SCjilT-jB^.if.T' 
I PTG*«§i8S*ilmMtc:5:'l.i: ^icSjJnL . ^m. 

Tm.^ 2 8-ctcT(fT s ^.ti 6 ^^"tm^Wm. I , 
[00221 {mmm) i^m.^^i^.^am u . <c.*i 

^cB*$:5 OmMTr i s-HC 1 . pH8. OIITI 
HiaifL, ImM EDTA, 2 x« g/m 1 o-f '^r^ 
2xig/m l'<.r;'.:?^y, ImM PMSFsr-t- 
tf50mMTr i s -HC 1 , pHS. OCSiStfc, 

fi^K^CJ:0«f*2-«»L, '^••/^'•7yJ2-2i . 

M/Eiga[<^aa'i:«tcT J A - 2 0 n- - fflv ^ 

1 5OOOIslteT-miaa'i:^7i-?i-tl.C:>:!lJ:0± 
JtSr^tJt. HiTrap Heparin (5m 
1 . yriV-7i/r) ?:5 0mMTr i s-HC 1 . pH 
8. OT-^MU. %i.zWm.fiMmj^l:A7:rry 
-ftJt. ^l,^T5 0mMTr i S-HC I . pHS. 0 
T1Sai?«<7) A 2 6 0 Ij^^-X y^y\,zmht X-'^m Ltz 

5l«!W(cNaC 1 itSigE $r 3 M^riiAa?-tt I.:: 
t{cj:0, SaJriiaiLTt:. ffi^i-h h FG F - 1 Otc 
fflifS*tl9kDa<7)ge(if«Jl. 2M NaClcO 

[00231 (SSPIM) *i%BSOFGF-l O^flcOo 

(1) SSiffiftiFGF-lO : ImstCjIftL. ^'Jx 
yO. 34mg, '7y-h-;l/9mg, ^M>fytt#ffi 

Vf§ttlPJ:--K'JV;l''^-H8 0, 0. 2mg^1)a4.,m 
^«JSlml (pH7. 4. 5mM) ±E 

, (2)150 mMtfl^l::^ h')^ 
A, 0. 0 l%Twe en80Sr-S-*-rSl OmMyy 
iSM«fS[(pH7. 0) T'FGF- 1 0$-5mg,-'in 1 
tcir&iotciaSL.. FGF-1 0*S?S$r^#'i.. 
(3) 1 SOmMS'fb-^h'J'^A, 0. OlPbTwee 
n80^#Wt2. 1 OmM'jySfJiWjR (PHT. 0) 
TFGF - 1 0 S: 5 m g/m 1 tC^cS i ^ (CpgfU^:. 
^V%T. -?y^h-;U$:10mg/mUC^(rSJ:5(c^ 
JdU. FGF-1 O7kjf?0iS:'f#.i>. *Ea6^{~./NM 7'U?t 
«ffi(Ct«-^T«^?£i*LT, FGF - 1 0;S?SS2 

[0024 1 (igaisii) -PI 0EoEiissi^,«o 

bese (ob/ob) [C57BL/6 J-L 



(5) 



#fr1¥lO~3302S5 



th, Jackson 1 a b o r a t o r y ] Sriiffi 

EzMmik^ifz (STt5^) . mM {N = 5) at 

[C5 7BL/6N, JStt, 4iiS& : B*f-v-;U>^'J 

F - 1 oz-B-\B\-Mmik4'irz mt&\^ii^) > ik 

^1 : ob/ob-7^;?.cOj(il5Kfl 

FGF-10 ( Img/kg) 
FGF-1 0 ( 5mg/kg) ti4^m 



[002 5] FOF-lO^fflV^Ttf^n^c^Smeai 
F - 1 0i5^S¥tW9spcojfiLSfico^-l:^^l^^L/c* 



(¥*^(i±SD) 
453±17 
3 0 7+42** 
3 5 5-± 2 7 * * 

* * : P<0. 0 1 



(mg/d 1 ) 



[00 26] 



m2 :iESVT>X<^Jfll«ffi 



FGF-10 ( lmg/kg)ft4S¥ 

FGF-1 0 ( 5mg/kg) 
[0027] mifZ^tX 0 tiFGF- 1 0S:t54?^I 

izlt'^X^M^zm'J^^LfztK E^tv^xc^^-^. ifilMfi 
(iT7^^'^^7!?^ofc (^2) . ffiilM$:g<lL^'tv>>fy 
;^ U y i: (iS^i: 0 . FGF-10 T1iJllL^ffl$r jE^iStC 

[0028] SyiJ#^: 1 

Met Trp Lys Trp He Leu Thr His Cys 

1 5 

Pro Gly Cys Cys Cys Cys Cys Phe Leu 
20 25 
Val Pro Val Thr Cys Gin Ala Leu Gly 

35 40 
Ala Thr Asn Ser Ser Ser Ser Ser Phe 

50 55 
Arg His Val Arg Ser Tyr Asn His Leu 
65 70 
Lys Leu Phe Ser Phe Thr Lys Tyr Phe 
85 

Lys Val Ser Gly Thr Lys Lys Glu Asn 
100 105 
He Thr Ser Val Glu He Gly Val Val 

115 120 
Asn Tyr Tyr Leu Ala Met Asn Lys Lys 

130 135 
Glu Phe Asn Asn Asp Cys Lys Leu Lys 
145 150 
Tyr Asn Thr Tyr Ala Ser Phe Asn Trp 
165 

Tyr Val Ala Leu Asn Gly Lys Gly Ala 



(^i^fl±SD) (mg/d I) 
2 1 5±1 7 
224+15 
2 0 9±32 
imcO^^ : 2 0 8 

Emm: Ti/m 



Ala Ser Ala Phe Pro His Leu 

10 15 
Leu Leu Phe Leu Val Ser Ser 
30 

Gin Asp Met Val Ser Pro Glu 
45 

Ser Ser Pro Ser Ser Ala Gly 

60 

Gin Gly Asp Val Arg Trp Arg 
75 80 
Leu Lys He Glu Lys Asn Gly 
90 95 
Cys Pro Tyr Ser He Leu Glu 
110 

Ala Val Lys Ala He Asn Ser 
125 

Gly Lys Leu Tyr Gly Ser Lys 

140 

Glu Arg He Glu Glu Asn Gly 
155 160 
Gin His Asn Gly Arg Gin Met 
170 175 
Pro Arg Arg Gly Gin Lys Thr 



\ 



(6) 
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[0029 



180 185 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 
195 200 205 

.e90bP cDNA 



: t h 



EM 

arCCAGTAT OTTCCTTCTG ATGAGACAAT TTCCAGTGCC 
TGG AAA TGG ATA QG ACA CAT TGT GCC TCA GCC 
GGC TGC TGC TGC TGC TGC TTT TTG TTG aC TTC 
CCr GTC ACC TGC CAA GCC m GGT CAG GAC ATG 
ACC AAC Ta TCr ICC TCC TCC TTC TCC TCT Ca 
CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT 
m TTC Ta TTC ACC AAG TAC TH CTC AAG ATT 
GTC AGC GGG ACC A.AG AAG GAG AAC TGC CCG TAC 
ACA TCA GTA GAA ATC GGA GTT GTT GCC GTC AAA 
TAT TAC TTA GCC ATG AAC AAG AAG GGG MA CTC 
TTT AAC AAT GAC TGT AAG QG AAG GAG AGG ATA 
AAT ACC TAT GCA TCA TTT AAC TGG CAG CAT AAT 
GTG GCA TTG AAT GGA AAA GGA GQ CCA AGG AGA 
AGG AAA AAC ACC TCT GCT CAC TH CTT CCA ATG 
GAAGGC 



GAGAGTTCCA GTACA ATG 58 

TTT CCC CAC CTG CCC 106 

TTG GTG TCT TCC GTC 154 

GTG TCA CCA GAG GCC 202 

TCC AGC GCG GGA AGG 250 

GTC CGC TGG AGA AAG 298 

GAG AAG AAC GGG AAG 346 

.«C ATC CTG GAG ATA 394 

GCC ATT AAC .AGC A.AC 442 

TAT GGC TCA AAA GM 490 

GAG GAA AAT GGA TAC 538 

GGG AGG CAA ATG TAT 586 

GGA CAG AAA ACA CGA 634 
GTG GTA CAC TCA TAGAG 684 
690 



[!StiiB] T^l O^^Sfl 188 
[^^aiEll 

[JiiE^t^^S^] 00 2 8 

mum] 



[0028] 



mm^: 1 

iE?i|<?)K$ : 2 0 8 
±1^^ : t ^ 



4e 

1 



Met Trp Lys Trp He Leu Tl»r His Cys Ala Ser Ala Phe Pro His Leu 

5 10 15 

Pro Gly Cys Cys Cys Cys Cys Phe Leu Leu Leu Phe Leu Val Ser Ser 

20 25 30 

Val Pro Val Thr Cys Gin Ala Leu Gly Gin Asp Met Val Ser Pro Glu 

35 40 45 

Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly 

50 55 60 

Arg His Val Arg Ser Tyr Asn His Leu Gin Gly Asp Val Arg Trp Arg 
65 70 75 



80 



[fflIE«lfe«B^l 0 0 28 



< ) 10-3302S5 

Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys lie Glu Lys Asn Gly 

85 90 95 

Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser He Leu Glu 

100 105 110 

He Thr Ser Val Glu He Gly Val Val Ala Val Lys Ala He Asn Ser 

115 120 125 

Asn Tyr Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys 

130 135 140 Glu Phe Asn Asn Asp Cys 

Lys Leu Lys Glu Arg He Glu Glu Asn Gly 

145 150 155 160 

Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly Arg Gin Met 

165 170 175 

Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg Arg Gly Gin Lys Thr 

180 185 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 
195 200 205 

iniEn^mm^ i mmm mm : -*m 

[miEnmm^].0 0 2 9 h.-Kni/- : 

[ MlEljWi ] ^ R?Jjc7)aS : c D N A 

mmm] MM 

[0029] E?'1S^ : 2 : b h 

E?iJ^*$ : 6 9 0 b p 

mi 

QTCCAGTAT GTTCCTTCTG ATGAGACAAT TTCCAGTGCC GAGAGTTCCA GTACA ATG 58 

GCC TTT CCC CAC CIQ CCC 106 

TTC HG GTG TQ TCC GTC 154 

ATG GTG TCA CCA GAG GCC 202 

Ca TCC AGC GCG GGA AGG 250 

GAT GTC CGC TGG AGA AAG 298 

AH GAG AAG AAC GGG AAG 346 

TAC AGC ATC CTG GAG ATA 394 

AAA GCC ATT AAC AGC AAC 442 

CTC TAT GGC TCA AAA GAA 490 

ATA GAG GAA AAT GGA TAC 538 
AAT GGG AGG CAA ATG TAT 586 
AGA GGA CAG AAA ACA CGA 634 
ATG GTG GTA CAC TCA TAGAG 684 
GAAGGC 690 



TGG AAA 


TGG 


ATA 


ac 


ACA 


CAT 


TGT 


GCC 


GGC TGC 


TGC 


TGC 


TGC 


TGC 


TTT 


TTG 


TTG 


ca GTC 


ACC 


TGC 


CAA 


GCC 


aT 


GGT 


CAG 


ACC AAC 


Ta 


Ta 


TCC 


TCC 


TCC 


TTC 


TCC 


mmm 

0029 
















CAT GTG 


CGG 


AGC 


TAC 


AAT 


CAC 


CTT 


CAA 


CTA TTC 


Ta 


TTC 


ACC 


AAG 


TAC 


TTT 


CTC 


GTC AGC 


GGG 


ACC 


AAG 


AAG 


GAG 


AAC 


TGC 


ACA TCA 


GTA 


GAA 


ATC 


GGA 


GTT 


GTT 


GCC 


TAT TAC 


TTA 


GCC 


ATG 


AAC 


AAG 


AAG 


GGG 


mmm 
















0029 
















TTT AAC 


AAT 


GAC 


TGT 


AAG 


aG 


AAG 


GAG 


AAT ACC 


TAT 


GCA 


TCA 


TTT 


AAC 


TGG 


CAG 


GTG GCA 


TTG 


AAT 


GGA 


AAA 


GGA 


GCT 


CCA 


AGG AAA 


AAC 


ACC 


TCT 


Ga 


CAC 


TTT 


CTT 
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(5i)int.ci.^ iss'lie-t FI 

C12R 1:19) 



